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Food and Drug Administration
Dockets Management Branch (HFA-305)
5630 Fishers Lane, #1061
Rockville, MD 20852

Dear Sir/Madam,

This ia our written comment on Proposed Rule 21CFR Part 210, 211, 820
and 1271 (Docket No. 97N-484S) “Suitability Determination for Donors of
Human Cellular and Tissue-Based Products”, published in the Federal
Register vol. 64, No. 189, September 30, 1.999.

Proposed Rule 1271 ,85 on page 92705 reads:
“The following list represent FD.A’s rurrent thinking on the
appropriate FDA–licensed, approved or cleared screening tests
that should be used to adequately and appropriately red~~ce the
risk of transmi.ssj.on of relevant communicable disease agents
or diseases:

(3) HBV: FDA-licensed screening test for hepatitis B surface antigen
(H13sAg)

~-

on the page 92706 the proposed rule reads:
“In the case of H?3V there are two types of screening tests: A test for

the surface antiqen and a test for the core antibody”.
Further on page 92706 the proposed rl]le reads:
“For example, a repeat,ed]y reactive core antibody test for HBV, although
not req~uired, would make the donor unsuitable”

FDA shol~ld consider the following addition to the Proposed Rule:

If the use of an FDA-cLeared serolo~ical test for HBsAg is reported as
NI?G.4T”[VE (NON-REACTIVE) and the use of an FDA-cleared serological test
for Hepatitis 1? core antibody (HBcAb) is reported as pOSITIVE (REACTIVE),
the clarification of donor potential Hepatitis B infectivity and Hepatitis B
immune status can be performed by using both of the followinq two
FDA-cleared serological tests:

a) HF3cAb IgM and
b) Hepatitis B surface Ant~body (HBsAb)
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Tn the following serological pictllre:
HT3sAq - NEGAT”rVIZ
HBcAh - POSITTVF
HBcAkJ IgM - NEGATIVE
HBsAh - POSITTVE

donor has had Hepatit]s B infeetion in the past. which has resolved.
Non-hepatic tissue from such donor can not transmit Hepatitis B and donor
should be considered suitable. ‘Tt ml]st be mentioned that 95-9!3% of adults
contracting hepatitis R infection progress to complete recovery with
development of established protective antibody (H13sAb). Enclosed is a study
published in The Lancet in 1974. This stl]dy was supported by a grant from
National Heart and Lunq lnstit~lte, Bethesda, Maryland and performed in
collaboration with the Blood Bank Department of National. Institute of Health

This study examined the risk of transfusing blood containing HBsAb.
Since this study was performed prior to Hepatitjs B vaccine beinq available,
all donors with positive HBsAb had prior infection with Hepatitis B
virus and by definition also had positive HBcAb. The study has found that
HBsAb positive blood does not transmit Hepatitis B to the recipients.

Presence of HBcAb (IgG) is not a SCREENING TEST for Hepatitis B infectivity
as the proposed ru.Le states, but a HISTORICAL TEST indicating previous
infection with Hepatitis B virus which in the vast majority of cases
terminates in recovery and development of protective immunity,

Sincerely

Eli Gendler MD
Medical Director
Pacific Coast. Tissue Bank

Medical Director
Pacific Coast, Tissue Bank
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PLASMA-GLUCOSE (reg.per100ml.)

(
Fig. 4-Five p~tients with Iascullnomas les whom there was e

temporary rise 1ss plasma-insulin levels In response to
.- fish. insullss-induced hypoglycscmia.

See legend to fig. 2.

which confirmed the diagnosis in the four patients
who had normaf basal glucose levels after an
overnight fast. Although partial suppression of insu-
lin secretion in response to hypoglycemia was seen
in some patients, the plasma-insulin levels remained
distinctly abnormal in all the patients studied. In
some patients there was a paradoxical increase ininsu-
lin secretion duripg the test. The cause of this is
uncertain, but fish insulin contains immunoreactive
g[ucagon, and tl@ ma~-” have stimulated insulin
secretion.

Hypoglycemia ~uring a three-day fast has often
been used as a diagnostic test for insulinomas, and
is an indirect means of demonstrating impaired sup-
pression of insulin secretion. It is not specific unless
raised plasma-insulin levels are also demonstrated.
Exercise during the fast helps to induce hypo-
glycemia, but fishinsulin can produce a more cer~ain
fall in plasma-glucose over a shorter period, If spon-
taneous hypoglycemia has been documented, a posi-
tive fish-insulin suppression test is diagnostic of an
insulinoma and a fast is unnecessary.

In a patient in whom fasting hypoglycemia is sus-
pected as a possible cause of a curious attack, the
demonstration of normal suppression of insulin secre-
tion during a fislf-insulin test probably excludes the
diagnosis of an insulinoma. Stimulation tests for
insulinomas are not useful in this context, because

.
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fake-negative resuks are common.s.6 A ~o~ ~
insulin test will not exclude other cau~s ~ (1%
hypoglycemia, and only a prolonged fast ~111~,
nitely do this. However, most of the o~er ~~
of fasting hypog]yczmia in adults Cm ~ easily CXCIV

ded by other means. Endocrine deficlend~ d ~
pituitary or adrenal, and cirrhosis, are USM]Y ~

and clinically appmm beforehypoglycemiaOCm,
The hypoglycemia induced by the, fisfs-insui~ ~m
provides a stimulation teSt for COrtlsol and ~r~
hormone secretion, with increased plasm Icvcli ~
the end of the test.7 HypogIyc&mia indu~ ~
ethanol, sulphonylurea, or other drugs, may & ~
petted from the history, ~d .selfTadminismtjm ~
insulin usually induces circtdatsng Insulin mti&
Sarcomas causing hypoglyczntia are usually large, ~
can be detected by palpatingtheabdomen,or~ ,
chest X-ray. Thus a normal fish-insulin suppr~
test combined with clinical assessment and a Jcc
simple tests “exclude virtually all causes of fa6dt6f
hypoglycamsia in adults. These tests can lx pcrfo~

on outpatients, and are useful in situations in ww
fasting hypoglycemia is a possible, but insprobabk
cause of curious attacks.

We thank Prof. P. B. Beeson for his WJppm; ths w
cians who kindly referred the patierm; and Mra C Pomf~
Mrs M. Phillips, and Mrs C. Uren for their astisranu, k
of the patients wirh insulinomas were reported in carlitrsmiBI
performed with Dr N, W. Oaktey, Dr. J. D, N. Ntbasso.w
Miss P. C. Johnson. This study was mpponed b~ -
from tic British Diabetic AS$OCMOSS arrd Peel Ms@
Research Tsust.

Requests for rcpsints shotdd be addressed to R. C T.
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RISK OF TRANSFUSING BLOOD

fJONTAINING ANTIBODY TO HEPAT-
SURFACE ANTIGEN

RICHARD D. AAcs-r HARVEYJ. AL~

F. BLAINE HOLLINGER PAUL V. How

JERROLD J. LANDER JOSEPHL. MSSNS~
JOHN M. WEILER

Deparrmenr of Medicine, Washington VniwrriV sc~
Of Medicine; Blood Bank Department, Clinical CaJ@I
National Institutes of Health; Department OfViSM

and Epidemiology, Baylor College o/ Medicine; MId~
Resources Branch, Division of Blood D@s~s ~

Resources, National Hear; and Lung hffb$~

Summary
362 blood-transfusion reapien~t *. . . w

hepatitis-B an~& ?;;,Az”C~e ‘%su>d
followed for clinical and serological evid~
exposure to hepatitis-B virus (H.B.v.) ~d f@ *
development of hepatitis unrelated to H.~v, W
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,,( :he donor uni[s received by
, lined detectable HBA. Of

these patients con-
the 362 transfusion-.

~c.lpients, 23 (6 ‘~,) developed 25 episodes of hepatitis;
.,rrl~~ of these 25 episodes were serologica]ly related
,] H.B.V. Based on the absence of antibody to HB,Ag
~nrl-HB,) prior to transfusion, 278 of the patients

~crc considered susceptible to H.B.V. infection. of
.jcse susceptible patienrs, 133 received at least one
.;n][ of blood containing anti-HB,; when compared
WIb the 145 who did not receive anti-HB~, [here was
-J Significant difference in biochemical or over[ hepa -
::ISB (3/133 VS.1/145), in serological response to H.B.V.
:1133 vs. 5/145), or in hepatitis unrelated to H.B.V.
11/133 vS. 6/145). It is concluded that blood con-

Jining detectable anti-HB, carries no increased risk
,,1[transmitting hepatitis B compared with blood which
.,:h [his antibody.

Introduction

THE risk of developing post-transfusion hepa[itis
WS been markedly reduced by the adoption of
.mvcrsal testing of donor bloods for hepatiris-B anti-
:m (Hi3,Ag) and by decreased utilisation of com-
~crcia! blood.’ However, despite the exclusion of
:if3.Ag-positive blood donors, some HB,Ag-positive
,1,:-lrmsfusion hepatitis conrinues to occur?+
~’;:r+could be due to the administration of HB,Ag

,][her specific antigens associated with hepatitis-B
. :r::s (H.B.v.) in quantities below the threshold of
.rrcnt detection methods.Q HB,Ag could also

:.. ape detection if that antigen were complexed
-, md therefore masked by antibody to it (anti-HB,).
h Ihe latter instance, one might derect only

:(~laling anti-HB, in blood that is potentially
‘:cclious.~ In addition, since the presence of anti-

!!it mdica[es past exposure to the hepatitis-13 virus,
c hnding of this antibody might be just as valid

I reason for donor exclusion as is the currently
~..qwd exclusion based upon a history of clinica]

,.;i,,[,~i~.l”.ll

l~cspitc these theoretical considerations, blood
n.ilning anti-HB4 is still transfused and the few
..~lcs performed to date have failed to demonstrate
:; :ncrcased infectivity of such antibody-containing

d, ~he’ issue, however, is not totally reso]vecf
‘c. .IUSCthe nD@ of individuals followed has been
I’,.I!Ior because’~he studies have lacked serological
: l.{ :0 assess susceptibifiy to H,B.V.W14 Furthermore,
-c wlusion of donors with anti-HB, would severely
:...c blood availability, since 5-20% of volunteer

: :) w>have an[i-HB, detectable by present, sensitive
“- I)lqucs. !’l We have combined data from three
“ :l(c:ive studies of post-transfusion hepati [is in
‘:’~ 10 determine more clearly if donor blood con-
l’W? anri-HB, carries a significantly greater risk of
“’\rnilting hepatitis B tian blood which lacks this

.“‘h)dy.,

patients and Methods
~! ‘1 .Sfl,’li~$

.,
:.c) were performed in three medical centrcs:

1. the
~wm University .Medica] Center in St. Louis, the

!. : tollcgc of Medicti&Ben Taub General Hospital
- ‘{w\!on, and the Na[jona] Institutes of Health Chnical

Center in Bethesda. The designs of these studies have
previously been des~ibed}+ Patients were assessed at
the Washington University and the Ben Taub General
Hospital beginning August, 1971, and at the Cfinicaf
Center Blood Bank beginning February, 1970. Alf patients
successfully complctcd a six-month follow-up by Novem-
ber, 1973.

The Washington university study and the Clinical
Cen[er Blood Bank study followed cardiovascular-surgery
parients, while the Baylor study followed a randomised
sample of general-surgery patients who received blood-
transfusions at Ben Taub General Hospital. The three
studies are very comparable in design and are summarised
in table I. All donor units were tested for an~igat. and
antibody, and recipienm were fof!owed at least every two
weeks for three months and every month thereafter for
three months. Washington University patients were
followed every two weeks for six months, Patients were
excluded if they received transfusions on more than one
occasion or if they received blood derivatives other than
plasma, red cells, or whole blood.

Defirsirians

Hepatitis was diagnosed when, between two and twenry-
six weeks following transfusion, alanine aminotrsnsferase
(s. G. P, T,) and/or aspartate sutsinotratrsferasc (s. G,o.T.)

rose to at least 2 times Ihe upper limit of normal on 2
successive occasions at least a week apart, and when
{here was no other obvious exphnation for the enzyme
elevation. Icrerus was detined as a bflirubin gfeawr than
2 mg. per 100 ml. Hepazitis B was diagnosed when,
during an episode of hepatitis, HBsAg was detected, and/
or the patient developed antibody aaoeonversion. Saro-
converswn was the de-novo appearance, and persistence,
of anti-HBs twenty-one or more days after transfusion
in a patient having no pre-existing antibody 10 the
hepatitis-B antigen. Arwntwrstic response was a fourfold
or greater rise of snti-HBa occurring within fourteen days
following transfusion in a patient with pre-arfadng anti-
body. Serological resporr~e only was defined as saocon-
version, or anamnestic response, or development of HBsAg
in a patient who did not ‘deveIop enzyme elevations
indicative of hepatitis. Exposure was measured by develop-
ment of hepatitis B and/or serological response to H.B.V.

Technique

All donors in this study were tested for HB#lg by
cormterelectrophoresis 15,16prior to transfusion. After
transfusion, stored sera from these donors were retested
by radioimmunoassay. At Washiogron univasity and at
Baylor subsequent testing was performed by double-
antibody racfioimmunoassay (R.I.A.-D.A.)17-W and by solid-
phase radioirnmunoassay (Ausria).rn At the Clinical Center
most specimens, but not alf, were retested by Ausria.
Patients who were HBsAg-positive prior to transfusion
or who received blood containing HBsAg were excluded
from analysis in this report.

Anti-HBs was measured by R.I.A.-D.A.‘n and by
passive hzmagglutination (P.H.A.).X These mcrhods have
recently been compared.~ Washington University initially
tested for snti-HBa by RJ.A.-D.A, and conlirrned positivea
by P.H.A.; Baylor screened for antibody by PX.A. and
contirmed positives by R, I, A.-D.A. The Clinical Center
Blood Bank tested for antibody by R.I.A.-D.A. initially in
the study and by P.H.A.later.

Statistical analysis was performed by Dr Marian Fisher
of the Biometrics Research Branch, National Heart and
Lung Institute, using Fisher’s exact test, two tails.
Statistical significance in this study is defined as a P
value of 0,05 or less.



,.

/

J ‘ 192.!-.
.7,

362 patients whose

Results

pre-[ransfusion sera were all

9
initially HB,Ag-negative were followed for six months
after transfusion. Sera from all of their donors were
tested for HB,Ag and an[i-HB,. Table I shows the
number of patients and the average number of units
received per patient at each participating cemre. The
proportion of donors with antibody ranged from 9”;
at the Clinical Center to 15~~,at Ben Taub, whereas
the proportion of recipients with pre-wansfusion
antibody ranged from 10(~’,to 29 ‘,,.

Table II provides the clinical and serological re-
sponse to blood-transfusion in the 362 blood
recipients. Among these pa~ients, 25 episodes of
hepatitis occurred, 4 of Which were ascribed to type-B
hepatitis. 2 patients had two distinct episodes of
hepatitis—a short-incubation, non-type-B, anicteric
illness, and a subsequen[ long-incubation, HB,Ag-
positive, icteric illness. 7 additional patients had a
serological response to H.B.V. without biochemical
evidence of hepatitis; 1 developed HBhAg alone, 5
had seroconversion, a,nd 1 had an anamrrestic response.
AI1 4 cases of HB.Ag-positive hepati[is were ictenc
compared with only 5 of 21 non-B hepatitis cases.
There were no fatalities altriburable to heparilis in
any of the patients followed.

TAFJLE I<HARACTERISATION OF DONORS AND 7ATIENTS IN EACIi

STUDY ‘CENTRE (ALL DONOR ur+ITs WRL NEGATWE FOR HB.AE*
AND WERE TESTED FOR ANTI-tiB.)

No. -of

Paswcipwnfr *;:;l~;:
ccntre six

months

Wa$hingron
University
Medical
Center 105

Baylor-BenTaub ,
General
Hospital 208

Ctinica[ Center
Blood Bank 49

,

Average
no. of
donor
units

transfused
per paucnl

113

28

185

Com-
mercial
blood
(“A)

.——

0

15t

0

I
Donor,Recipients

tmsi-HB,
anti-
HB,

positive
before

Pyj!y transfusion
. ,. (“0)

I
15 I 29

9 I ro

● All donor units were !es[cd by cotrntcrclccrrophorcsis prior co trans-
fusion; subscqucmly ar Washinafon Univcrsi[y and at Baylor all
units, and uc the Clinical Center most tmirs, were retested by
radloimmunoaasay,

f 15“,, of the blood was obtained from a commercial blood-bark service
bul only one-fourth of these @mors were paid.

,-

1 l————

No 278 1-—HB,AK or
nnti-HB,

Prc-exlsc- 84
ing ancl -

HB, only
,- —————-

Totals 3,51 I

I
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\Y!e fi.rsr analysed the entire recipient population
(362 pa[ier]ts) in order to COmpare t+ c~cal ~M
serological outcome. m those who received anti~v.
containing blood w]th tho,se who $d not(table][),
Therewasno.signlticanrdfimen~cU3me+~uredr.f.E,V,
exposure(5/172 vs. 5/190) nor y hepatms tmrelatcd
10 H.B.V. ( ~3/172 vs. 8/190). PatlentS were then am.
lysed separately according, to whether or ,not thc~ ~u
anti-HB. prior to transfusion. 278 reclp~ents did no:
have pre-existing anti-HB,; 145 of these recipicnll
received only blood which lacked anti-HB, while ]33
received ar least one unit of blood contamusg anfi-HB,,
When these groups were compared there was aga~ ~

significant difference in measured H.B.V. errw$w
(5/145 vs. 5/133), in hepatitis B (1/145 vs. 3/133~
or in hepatitis unrelated to H.B.V. (6/145 VS. 11/133),

S4 patients had antibody [O HB,Ag at the time ~
transfusion. 4 of these patients developed hepatifjt,
but none was serologically related to H.B,V. ~

anamnestic SerOIO@Cal resPrmSetoKB.v.wasobsc~
in only 1 of the recipients with pre-existing anri-HB,;
that patient received blood containing anti-HB,.

Among the 362 recipients in ~his study there WCR

21 episodes of hepatiti: in which neither HB,Ag ~
anti-HB, could be der. .onstrated. These non-rypa
cases showed no si’jnikmt associationwith Ii-x
presence or absence of pre-existing anti-HB, in 1~
recipient or with the presenceorabsenceofanti-HB,
indonorblood,
35additionalsusceptiblepatientswerefoUowed ~

the ClinicalCenterBloodBank. They were not in-
cludedintheprecedinganalyakbeeausegreaterdsarr
90 !4, but not all, of their donor sera wer~ tested for
anti-HB..

All donors were tested for HB,Ag and were fourd
to be negative. Each of these 35 patients received at
least one unit of blood containing anti-HB,. A negs-
tive control group for these patients cannot be pte-
sented because of the uncertain antibody s!anrs d
untested donors. None the less, among these 35 a&i-
tional recipients of blood containing anti-HB,, rsorx
developed type-B hepati~is or serological response w
H. B. V.; 2 developed hepatitis unrelated to H.B.V.

Discussion

Seeff et al.;’ in a preliminary report of a study d
over 2000 blood recipients, found that the risk d

TABLE II+LINICAL AND SEROLOGICAL RESPONSE OF RECIPIENTS TO BLOOD WHICH CONTAINED OR LACKED ANTI-HBI

Pre-
transfusion

Donor brood Confirmed exposure 10 H.B.V.

Tolal contains
ToM Total

Serological so, “f
no. 0<

cases

status
To[at

Serological
recipients

Total
of

n.m.rwr-~
response only

of
‘cc’p’en’s ~ HB,Afj .4nt,-HB,

hepsr)ds
hepa(ilis-B hcparitis-B hquuot”

reciplcnt cases * HB,A.g Anti-HB, CxposuK

—— —— — — ——
— 145 7i 1 (l)t 1 3 5 6 [0!!

—— .— . — —

133 14t 3 (3)t o 2 5 II (4:’
— —-— — . —-— — —

45 2 2 (11
— —— —— ..—

39 2
;.. I-“–~– -:+ e ==

~ (@:

—-—--—-— I ---
362 25 I 1 (4: 11 21 (5!

II i I ‘7--:*!iurnbcrs I“ parmthcscs indi’a~e numbers of total caw which were Iclertc
t2 episodes of hcpaTilis were diagnosed jn each of 2 patients; the firsr episode in each patient was non-type-B and the second was 0W8 ~

-.

TIfE LANCEI

developing
receiving a
HB, (1.49,
risk after r
or antibod
ICSS hepatir
contained c

Goldfielc
,Ii ~n[i-HI
[03 control
nor HB.A[
Jid not de
transfusion
~: recipien
rccipicnrs c
rhm antibo
risk of trar
the pre-tra
was not sta
hihrj’ tO H.:
wansfusion
no[ given o
blood ro e]
or to cause
bc osccrraii

The prc:
dcve]opmcr
of serologic
of rhcse dai
was initial]
presence of
When the
neither the
orological <
in those tra
did not ret,
hck of stat]
those pa[ier
jbl~ suscep
prc-existing

No case!
oxurrcd ar
:mri-HBh in
among the
Although t]
n!ficant, the
wl]jch indic
m pari~n~s
unusual.

The roral
u’as 64’ ’:,.

tlcpalifis B;

rclared [o H
$hip berwec
~nd rhe prc
lhc reciplen

\~’C concl]
!hc risk of ~
rncnr of H
j~>lon of ~nl
Krcalcr lj)~n
of blood wh
da nor SUp[

anfj.HBo

“~hi} work ,



THELANCET,JULY 27, 1974

70-2231 md NIH-NHLI-71-2353 from the National Heart
and Lung Institute. Wc thank Miss parricis Clay, Mr Jerry
Chemitz, Mrs Loma Coday, Mrs Susan Fallck, Mr James
McAdam, Mrs Shirley Snowc, his Karen Landry, Ms Melind~
Freeman, Dr Mariasr Fisher, and Dr Robert PurceJJ for
technical assistance.

Requests for reprims should bc addressed to J. M. W.,
Building 31, Room 5A-1I, Blood Rcsourcca Branch, Division
of Blood Diseases and Rcsourccs, Nari~m[ Hem and Lung
Institute, Bethesda, Maryland 20014, U.S.A.

developing overt or biochemical hepatitis B after
receiving at least one unit of blood containing anti-
HB, (1.4%) was not significantly greater than the
risk after receiving blood withour detectable antigen
or antibody (06%); both groups had significantly
less hepatitis than a third group receiving blood which
contained only HBhAg(13,7%).

Goldfield et al.~’ prospectively studied 29 recipients
of anti-HB.-containing, HB.Ag-negative blood and
103 controls who received blood with neither anti-HB,
nor HB,Ag; recipients of ‘antibody-containing blood
did not demonstrate an increased frequency of post-
[ransfusion hepatitis. Gocke and J?anick “ compared
37 recipients of anti- HB,-containing blood with 136
recipients of anti-HB.-negative b[ood, and concluded
that antibody-containing blood carried no increased
risk of transmittinghepatitisB. 1ssrellthreeStsrdies,
thepre-[ransfusionanfibodysta[usof[herecipients
wasnotstatedandthereforetheirpresumedsuscep[i-
bi]ky[oH,B.V.wasunknown,lnaddition,thepost-
uansfusionserologicalresponseof the patientswas
notgivenandthusthe abilityofanti-HB,-containing
blootltoelicitan HB.Ag responsewithouthepatitis
or to cau$e seroconversion without disease could not
be ascertained.

The present study provides data not only on the
development of hepatitis, but also on the development
of serological response to H.t3.v,, and permils analysis
of these dgta in terms of whether or not [he recipient
was initially susceptible to H.B,V, as judged by the
presence of anti-HB, in the serum before transfusion.
When the entire patient population was analysed,
nci[hcr the risk of hepatitis B nor the frequency of
serological exposure to H.B,v, was significandy greater
in those transfused with anti-HB, than in those who
did not receive antibody-containing blood. A similar
!ack of statistical association was observed when only
those patients wirhout pre-existing antibody (presum-
ably susceptible patients) or when only patients with
prc-existing antibody were analysed.

No cases of biochemical or overt hepatitis B
occurred among the 84 ycipiemts with pre-existing
mli-HB. in contrast tome 4 cases which developed
amc.,ng the 278 presumably susceptible recipients.
:\l!hough these differences are not stalistica[[y sig-
:Ilfican(, they are consistent with previous studies ‘5,?C
~v!~ichindicate that anicteric or icteric hepatitis B
m pa[ients with pre-existing anti-HBe is extreme]~
musual.

The [otal hepatitis risk for patients in this study
‘.r3\ 649f,, only 1. I:4 of recipients developed
~:t~fili[isB; hence only 16~~ of [he total hepatitis was
:~h[ed to H.B. v. AS expecred, there was no relatiOn-
‘::lr between the frequency of non-type-13 hepatitis
‘~~ilie presence of asati-HB, in either the donor or
‘~~recipient prior to transfusion.

\\’c conclude from our data and other srudies that
‘~crisk of exPo5ure to hCpatitis-Jl virus or of develop-
~.tn: of HJ3)&.posi[ive hepatitis following trans-
::i!m of anti-HB -containing blood is not significantly
::c~:cr ~han that’ ob5e~Ved following the transfusion
; l’!)~d which lacks det~c[able anti-HB,. The data
:,

‘o! support exclusion of donor blood containing
‘?,.f~u,,

ibody -
>Ie ]]).

H.B,v.

re]at ed

:n ana -

ey had
iirf no[
lpients
lile 133
~i-HB,,
gain no
<posurc
3/133),
133),
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SEASONAL OCCURRENCE OF COMPLEX
VENTRICULAR SEPTAL DEFECT

KENNETH J. ROTT-tMAN DONALD C, FYLER

Depar-wrent of Epidemiology, Harvard School of Public
Health, and Deparlmenr of Cardiology, Children’s

Hospital Medical Cenrer, Boston, U.S.A.

Summary
The seasonal occurrence of births of
children with ventricular septal defects

(v.s.D.) was examined for a series of 302 cases from
New England, The overall series showed a moder-
ate peak in the summer, which was entirely attribut-
able to a strong tendency for complex V.S.D. to occur
in summer. Complex V.S.D. occurred 44 times more
frequently in urban counties than rural counties, and
the seasonal trend was strongest in urban areas. The
seasonal peak was not associated with birth-weight,

i
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